On the other hand, we previously documented that the novel 8296 mitochondrial tRNA Lys mutation (DM-Mt 8296) [2, 3] was associated with diabetes and screened 1216 diabetic subjects as well as 44 patients with sensorineural deafness, and 12 subjects were enrolled in our study [2, 3] . In these studies we evaluated neuroimaging findings in patients with DM-Mt 8296, using magnetic resonance imaging and Xenon computed tomography cerebral blood flow. Ten of our previous subjects underwent magnetic resonance imaging and five of these also underwent Xenon CT cerebral blood flow imaging of the brain after giving informed consent to participate in this study. Magnetic resonance imaging and angiography were done using a 1.5 T Simazu superconducting system. Xenon computed tomography was done using a stable isotope of xenon in conjunction with computed tomography to improve detection of local blood flow [4] . The patients breathed a mixture of oxygen and 30 % xenon. Three min for wash-in and 5 min for wash-out were necessary to complete the examination. The degree of change in regional image density (x-ray absorption), combined with the arterial wash-in and wash-out curves, were used to derive local blood flow values. The clinical profiles of the 10 subjects are summarized in Table 1 . Their age ranged from 46 to 75 years (means ± SD,
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Corresponding author: H. Isotani, MD, Department of Internal Medicine, Hirakata City Hospital, 2±14±1 Kinya-honmachi, Hirakata City, Osaka 573±1013, Japan OHA, oral hypoglycaemic agent; NDR, non-diabetic retinopathy; SDR, simple diabetic retinopathy; PDR, proliferative diabetic retinopathy; MRI abnormality, high-intensity areas on T2-weighted on MRI scan; Xenon CT blood flow P-O, lowblood-flow of Xenon CT is indicated by L (left side) and/or R (right side). P-O, parieto-occipital area; 1 not examined 58.8 ± 10.3 years). All 10 subjects had diabetes and none of them had typical features of mitochondrial myopathy, encephalopathy, lactic acidosis and stroke-like episodes (MELAS). None showed neurological focal signs on ordinary clinical examination, except for hearing loss in six patients. Five had a history of retinopathy but no patient had ophthalmoplegia or pigmentary retinopathy. The results of the imaging studies are summarized in Table 1 as well. Generalized atrophy was observed in two patients by magnetic resonance imaging (20 %; case 1 and 7) ( Table 1) . Abnormal high intensity areas were found in six patients on T2-weighted images (60 %) (Table 1) , and the overall prevalence of abnormalities increased by 70 % (7 of 10 patients). Magnetic resonance angiography showed no occlusion or stenosis of the large cerebral vessels in any patient. Computed tomography abnormalities were found in 85 % of 40 patients with MELAS [5] . It has been reported that magnetic resonance imaging is more sensitive than computed tomography in detecting abnormal lesions, and the overall prevalence of abnormalities increased by 78 % [1] , which is almost the same prevalence for subjects with DM-Mt 8296. Our data also suggested that large artery stenosis is not likely associated with DM-Mt 8296 or DM-Mt 3243. On Xenon computed tomography of cerebral blood flow, a decrease in local blood flow values in the parieto-occipital region was found in subjects 1, 2, 3 and 10 (80 %) (Fig. 1) . The parieto-occipital region, which was a region of altered brain-glucose metabolic rates [6] , is a common site of cerebral infarctions in MELAS patients [7] . DM-Mt 8296 as well as DM-Mt 3243 subjects, as shown by the reduced quantity of [ 123 I] IMP in the parieto-occipital region on early single photon emission computed tomography images [1] , showed decreased Xenon computed tomography of cerebral blood flow in the same region. On the other hand, 13 diabetic patients without maternal inheritance and the 3243 mutation were tested for the reduced parieto-occipital quantity of [ 123 I] IMP, and one (7.7 %) of 13 subjects had the abnormality [8] .
Our data suggest that subjects with DM-Mt 8296 as well as DM-Mt 3243 showed subclinical cerebral damage by magnetic resonance imaging, and we observed the characteristically reduced cerebral blood flow, which is possibly a sign of latent cerebral nervous systems dysfunction [1] .
Yours sincerely, H. Isotani, K. Kameoka, Y. Nagano, H. Kitaoka, N. Ohsawa 
